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Publication Title: 

DIDEOXY CARBOCYCLIC NUCLEOTIDE WHEREIN AZT AND RIBAVIRIN ARE 
COMBINED 



Abstract: 

Abstract of JP 2091022 

(A) PURPOSE: To obtain a formulation useful for treating tumors involved in viral 
infection or virus, comprising AZT or ribavirin and dideoxycarbocyclic nucleoside. 
CONSTITUTION: This formulation is a combination of (A) a 1st antiviral 
compound of the formula (X is H, NRR<1> , SR, OR or a halogen; Z is H, 
OR<2> or NRR<1> ; R, R<1> and R<2> are each H, a 1-4C 
alkyl or aryl) or pharmaceutical^ permissible derivative therefrom, e.g. (1&alpha 
,4&alpha )-4-(2-amino-6-hydroxy-9H-purin-9-yl)-2- cyclopentenyl carbinol with (B) 
a 2nd antiviral compound selected from the group consisting of 
3&#039;-azido-3&#039;-deoxythymidine, ribavirin, 
3&#039;-azido-2&#039;,3&#039;- dideoxyuridine and 

2&#039;,3&#039;-dideoxy-2&#039;,3&#039;-didehydrothymidine in the weight 
ratio of (20:1) to (1:20), esp. (3:1) to (1:3). Preferably the dose of this formulation 
is such one as to be 1-75 (esp. 3-30)&mu M in each plasma level for the 
ingredients A and B. 
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<10»fi)^£O^^^ h y ^ A C870ag, 12.5a«ofl)^ 
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?K^(0.06mfi, 0.6mwofi) £ m H tz o fetetfa*:^ 
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KH^^y^-e*^ c<an*j&-ci4 a* 
ip ?t h n 6 o ^u-ht4 % mffltftetaztizn 
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£ i # ir* * m, * <7> , 2,3-t'x(2-> h + v-- 

4--ha-5-^^* 7x -^) - 5- (7 

^ - ^ T a / ) » ijp -2H - f (• 7 / "J 
a t h* o * > K ft m ) O^ji^u^jq^L^iasnt- 

( - ) 1 4 a £ , "7i^<?)*f^[?ifl)?ijj;i?, * L 
r js ft £ n * m <r> AZ1\ U tf !/ V % CS-87, 
ddi i tz it d4T£ m it ^ ft o asnj c ® 8 r la » 

fficJO 1 4a £ Id C - ) 1 4 a ffl U> fcCuj/afl) : 0.032, 
0.1, 0.32, 1.0s 3-2, 10t?J:Cf32o T IB » ffi 
<7) AZ1\ U ✓ < fc' U > , CS-87 ddT £ Id d4T ffl ^ 
(jig/aifl) : 0.0K 0.032, 0.1, 0.32, 1.0, 
3-2, 10# J: If 32o 

^ t / U - h i; Jll x. 4 / U - h 

0 * 20051 x*t:)8HT, 0.05aflcoi4at 
fcttC-)14a«*«r^jtibCJPiLfc. & K , 0.05 
wfl<7) AZT, 'J t' y V N CS-87s ddTifcldd4T* 
ffi £ S it ^ |SJ <7) ?IJ <K * x. ;u c Jp 0 }fc ic 0 . 1 

* L.T#aS?HOJ*t*ttfc»«i±o.05/0.2-c* 
9 x J* ft * ft * L . 

-283 



»UH ¥2-91022 (19) 
m m z n z> * * h y ^ p « s j§ t c 7 * + & > s 

M^7i - h (15-3*0 PMS/nfi FBS£ 1 : 100 
( 0. 153»fl/«fl) K at JR f 5 o *«??n^PMS(40 
M) * 7 w - h^<7)«s;&n&<7>S*Sfcj* PMS» ft 
0 . 0 2 n> M i: ft*o)i:^5«fXTTO#ifli:jq3L&, 
XTT-PMSS -fr * ( *S^**^^(0*n*' 
n c x. 6 « / u - h «r 37°C f 4 y ^ a 

ftWtt^t' — h->— 7 — (Dynatech cat #001 
-010^350 I)K S £ ft *_ o C CO -> - ;u j* n 7* 
^ - h * 5» K L * EL ISA 

-r 450nm-r m H t £ o 
3. i*^*>?nfc*«77t<fl)fcftfl)3rtt 

Ty*-f«r96-«>JtA.JB«|Jgf«^u - h4»-c 
ff a 9 o 

: n 6 O 7* ^ - Ki , i jJ« 12^ i a- (1-12 
* # * ft it L fc ) tr , IP * 8 -7 ;u (A-H £ € # 

tt/c) *w-r*o a ^ ? n it ft (o 1 4 a t /: ii 
a ffi l jfa fla w v mt2 ^ ^ u cem^ as ^ -r $> a ft 

O J: ^ i: L t SI » I /: „ ^^^«^*fe«i^2S5 
ic|B*coj:9^l0%(v/v) ^->^^iflL^=Sr^W 
t^RPHI i 6 4 0 T$)4 o iff * Id ? <b c , ^--> 
U y (lOOx - 7 b / md*) & & IF 7* h I* 7* h ^ 

& tm <r> 7* u — v it , #itlfl<ofc*!j^ry-b 

( i A3 3 y F P - ;u ) J: ^ 7, 
( ■? -f ^ ^ 3 y h ct - ^ ) ^:^7-^_ 

h ^ ^ ^ i n o 

^*L--b^r^ CO, CO U h it tz £ B 

_hia0^2g5t7)7-nr h a ^ ^ « It . 

r '7 -t < ^ f> CD ^ - * i± , jffB m ± 71 m M <r> R 



fc • : n f> ^ <l l± , ft2~8DflC3it-t-J:*ic, 

1 4 a $ Ci ( - ) 1 4 a t A Z T , 14a* U ✓< fcf U ^ , 
C-)14a £ CS-87. * L t(-)14ai d4T<7> * ft -t* n 

Chi?) c *t l -c , cn^o^ttflittttfi*^** 
is tt ^« I * * n 4 . * <? k , te»&o£n*>*> 

#*4;u;*3fl*fi*^*><tT, HI V - i^ifflaa 



WfBI^F 2-91022 (20) 

p?8«w«ift<ra«tft # -r s c £ 

# -c s s o t * t> *> <> m*>4^*m<7>miE&)tc 
&&&&&& xz/cnh<?>tt* j ^xw<r>m& 
mttmmmn^i&KKimte, * n h <n &m * m 

ft O & m * y U 7-4 -*tt^-CAIDS*JJ;CfAIDS 

s£ » w 18 

t ib m ft * ®. 5$ © & » J£ * , fc&L, ^ 6 
^ i: a* It * «i ^ t x f r "J > » ? ^ * a 



A Z T 

7 ? h - XB.P. 
fc* K vB.P. 

* 7 T 'J > » ^ * v * A 



1 /- Q CO mg 
100 
150 
210 
15 
20 
5 

500 



A Z T 100 

^CDo-fb^* 150 

HF-^ 145 

7 t'-t^ 100 



500 



5? ft « 19 

* 7* -t ;u #J 

* 7* * ;u #| li , TIBfltfrfrfc^Ls * L T 2 

1 ii 7 -fc ;^ ft /- g CO mg 

A Z T 50 

5$Cl)c7Mt<£r^ 75 

7 * b - 7. 72.5 

T t* -b ;u 50 

xfT'J y®^/^->^A 2.5 



H flt flf 20 

m m m wm 
a z T 

5fc(D*><fc 



250 



O.lOOg 
"0.100* 



« s * 



its 



-284- 



ft L „ *LT«I»I> V7^^-t 

s l t jfiitif <?) lOmfi^ 7 x ^< ^ r a- * i: 
as -c ^ u , «^^a_v?-v-^j:c/ 7 t-~y<_.> 

- ^ -c « & -r 6 o 

^ % tff 21 

A Z T 100 
*(D*Mb 150 
KKflBIfc 1770 

2020 



HUB ¥2-31022 (21) 

U ft ^ J ^ Jil i 5 a C <?) ffi ^ft «r 45°c I: ij^r L ft 

^ <b x BtOO^flflgafrfcan*., ^ L t ^ R S 

£-&£ft£;*-r*t#^-<5o £ co !R » J£ £ # £ 

2 5 0 /ii»W7f v uxi»i»6^i:au Z L T 

*tt«r*ttLfta*fc, 40"C K !% # L J& 6 . 38 

■C~40-C-cccoig^4&2-02g«rja^ft 2 m fi 0 ;/ 

7 x f 7 ^ I i: ^ t A, > S n C Sfi t 

4 . £a m <r> m * ft & e§ 

^ 1 0 li , HIVK**ftcDlBJSi:JBJfeLfc»| 
h L/C, 14a K? > h d - /u ffl 

» (90a ^ ? 7 0 r *> a „ 

m 2 m it , it m 1 4 a , u /< e.y it;* 
<7>w.*&t>&iz£z> cEum m # it * hi v<7? a & 

* 25% n ffl -t Z tz #> <r> 4 v & t> tr ? a *> & 9 

ft 3 19 I* « fb ^ #7 14a, AZT*>J:6f>e<7)iia^^ 
t* K J: *MT2«fflC*MtaH[V<7>!Kilfc40K«l 



I 4 0 !i ^ <b & I4a, AZT*? <fc tf* -5- CO |& * 
t> <± IZ X &MT2ffla£4<Mt*HIV4>ttS«r50Kfll 
*5 3 /£ Afr 0> 4 y^D/fATti, 

* 5 H li , <b ^ #J (-)l4a v AzddUrd(CS-87)*> 

oacilfr50Kfl)fti't-&£:*>*><f y o ^ 7 a-c 

* c 

* 6 m it , fb ft (-)!4a, ddeThd ( d4T) *>■ 
J: * (D a *i ^ b C It 4 C E N fll Jfi j: u it 5 

A -c *> * o 

8f 7 0 It % ilitm (Oi4a, ddli* J: if * <r> 
H fs t> it K J: S CEMfffl » iz *? It 4 HI Vtf> It » * 50 

s /: *!> <o ytfcr^^A-cfca. 

& 8 09 tt . <L ^ ft C-)l4a N kZlXXl/ZO®. 
H & *> K J: -5 CEMffl fc ** it * Hi vo tH ft * 50 



F/£. / 




14a (inCa/Jt us/ml) ] 



«¥2-91022 (22) 



FIG. 2 




0.0 0.1 0.2 0.3 OA 0.5 0.6 0.7 0.8 0.9 1.0 
AZT 77 97ay 



FIG . 3 




0.0 0.1 0.2 0.3 OA 0.5 0.6 0.7 0.8 0.9 1.0 
RIBAVIRIN 77 9Va V 





1.0- 






0.9- 






0.8- 






0.7- 






0.6- 




m 






,> 


0.5- 




l> 






ir- 


OA- 




r> 


0.3- 




<c 






0.2- 






0.1- 






o.o- 





FIG. 4 



0.0 0.1 0.2 0.3 OA 0.5 0.6 0.7 0.9 0.9 1.0 



1.0*- 




0.5 

<-) 14a777Va V 



(-) i4afcJ:O"d4Ticj;3CEM#ffl0@c£c:fcl7<2 
i.oir 




0.5 

(-) I4a77?Va V 



1.0 



F/G. 7 




0.5 

(-) Wa77?Vay 



FIG .8 



{-) J4afiJ:tf AZTC^CEMJWaH+Cftll^ 
HIV- 1 tf>«K« 50 £WJT3 -fVTKD 

1.01 



m 

in 



3 




(-) 14a77^VaV 



-286- 



^RS ¥2-31022 (23) 



©Int. CI. 5 wsuw 

II C 07 D 405/04 
473/06 
473/16 
473/18 
473/22 
473/24 
473/28 
473/30 
473/32 

473/34 3 2 1 

3 6 1 

473/38 
473/40 
(A 61 K 31/52 
31:655 
31:505) 

©m m ^ n >J7A - • t* v jj-&%tmr w (32516) ^?t7t^x. 

y > AP7?n- K2212 

@UJ IS A V • 'J*— « 7^'i*^i7f-' ? "7fH (35255) /<-5V^M, :h 

-f VJfcx-f x^-— h -f >XT-<— -a— -^^^.2000 







o74Z— 


-4G 


8829— 


-4C 


0000 


-4C 


8829— 


-4C 


8829- 


•4C 


8829- 


4C 


8829- 


•4C 


8829- 


~4C 


0000 


•4C 


8829- 


•4C 


8829- 


•4C 


8829- 


-4C 


8829- 


-4C 


7375- 


-4C 


7375- 


-4C 



♦WlrM * ffl X » I© 



^ ft ffi 3E 7. jE *> ft® 



2.&9S<0£fr IC L ) 

ttflr r > U ^-grfcP £ * V JAK55455) 5 ^7t: 'J 
^ r - * h 'j-h^-c;*^-* moo 

s * y * 

1 €) 

4. ft 3S A 

VBE (2 6 1 ) 2 0 2 2 ^ 

£££ (9173) & * =P i||Sfi) 

^M^2«) 

5. ffi2E*+0)Bft 

¥0t 1 *F 9 /I 1 I 0 ( ^ 1. 9. 26) 

6. ftt IE 



'"via 4 1 



•287- 



